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INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No, PCT/1B 03/05994 



I. Basis of the report 



Description, Pages 

1-6 

Claims, Numbers 

1-20 



as originally filed 



as originally filed 



2 

These elements were available or furnished to this Authority in the following language: , . which is: . 

□ the language of a translation furnished for the purposes of the international search (under Rule 23 1(b)) 

□ tn e language of publication of the international application (under Rule 48 3(b)) 

D R^Ta^ ."• 

□ contained in the international application in written form. 

□ filed together with the international, application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ ^mished subsequently to this Authority in computer readable form. 

° « go b ey „„d the discos. 

° fetg?i m b ^mfehed' OTOafcn COmpUter readabla <°™ te "«<**> <° *• wnttan s w ' 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

* ° ^'^%^"^^^^^^ c ^ ««- ™de. sincethey Have 
6. Additional observations, if necessary: 
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'"■ - I*— with regard ,„ ,„»e„Uve step and i„dus,r,a, appIioabil ^ 

• te^issa'ts^ t.-p <to be - 

□ the entire international application, 

H claims Nos. 20 with respect to industrial applicability 
because: 

see separate sheet 

? C ' aimS ^ - -PPor.ee by me description the. „„ reeaningioioplnion. 

□ no international search report has been established for the said claims Nos 

□ the written form has not been furnished or does not comply with the Standard. 

□ the computer readable form has not been furnished or does not cdmply with the Standard. 

1. Statement * 
Novelty (N) 

Inventive step (IS) . 

Industrial applicability (IA) 

2. Citations and explanations 
see separate sheet 
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Re Item III 



Non-establishment of opinion with regard to novelty, inventive step and 
industrial applicability 

Claim 20 relates to subject-matter considered by this Authority to be covered by 
the prov.s.ons of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated 
C)7a)0) PCU 6 indUStn ' a ' aPPliCabi,ity ° f the ^ject-matter of this claim (Article 

Re Item V 

Reasoned statement with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1 ) There is an error in the structural formula (I) in Claims 1 , 6 and 1 9 and on page 1 

COdH JZT™ ^ ^"""'r indUd, ' ng ^ err ° neOUS CH * "o the 

group. This opinion is based on the corrgct structure. 

2) Claim 6 comprises all the features of Claim- 1 and is therefore not appropriately 
formulated as a claim dependent on the latter (Rule 6.4 PCT). In addition, it would 
appear essential to the invention that the organic solvent is added "after the 
ox.dat.on reaction is complete" (cf; page 5, lines 1 -2), the current wording 
embraang the addition of the organic solvent during the oxidation, the aim of the 
present mvention apparently being to avoid just this (cf. page 2, lines 15-17). 

D1 : WO-A-9500480 
D2 : US-A-4254129 

NOVELTY (Article 33(2) PCT) 

3 " 1) °T 3 P , r ° CeS f f ° r thS pre P aratlon of an acid of the present formula I by 

ox.dat,on of an alcohol of the present formula III (cf . Scheme I on page 1 29 steo 

tZ iT , 135 ' ' fneS J|" 16 which «*« back to step d 2 on page 133 line 28 to 

?Ti£k \ ^ 40 & 4U the ° Xidatlon a 9 ents referred to on Pages 
1 33-1 34 being potass.um permanganate, nitric acid, chromium (IV) oxide, nitrogen 
d,ox,de, ruthenium (VII.) oxide, nickel peroxide, silver oxide, t-butyl chromate and 
xen.c acid. More particularly Ex. 41C teaches the treatment of the alcohol of 
present formula III with potassium permanganate, water, acetic acid and. 
phosphoric acid. Water is then added and the reaction mixture is worked up. D1 
also describes a process for preparing fexofenadine comprising hydrolysing an 
ester of 2-(4-cyclopropanecarbonyl-phenyl)-2-methyl-propionic acid to the 
corresponding ester of 2-[4-(4-chloro-butyryl)-phenyl}-2-methyl-propionic.acid (cf 
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(*.' Ex ) 45r denSin9 ^ a2aCyC ' 0n01 (Cf - EXS - 43 '^ and reduc «°n of the product 

3.2) The process of present Claim 1 differs from that of D1 in that the alcohol III is 

-ted with a mrm^a^un^, in addition to adding an oxidt g agent 
followed by aqueous acidic work up. Claims 2-18 are nove! for 'similar reasons 

3 " 3) ^nnf v tOC i aim 19 ' thewordi "9 'Wared by the process of claim 1 or6« 
has no hmiting effect on the claim. The process of present Cairn 19 is nove over 

whe™ * *m ° hydr0 ' ySlS ° f thG ^ «** derivative of fo -™'a 

whereas in D1 : an acetic acid ester is hydrolysed. , . 

3.4) The subject-matter of Claim 20 is not new, since D2 (of. Claims 8 and 1 1 ) 
descnbes a method of treating allergic reactions in patients comprising 

^.Znf H 9 ' M Sai ? Pa,iem fexofenadine ° r * Pharmaceutical* acceptable salt 
, hereof, hydrochlondes being mentioned at D2, col. 3, lines 27-32. The wordfna 

prepared by the process of claim 1 9- has no limiting effect on the cWm Z Z 
. subject-matteMhereof is the same ae any such method of treatmentrmprisina 

adm,n,ster,ng fexofenadine hydrochloride prepared by a different procesT • 

INVENTIVF STFP (Article 33(3) PCT) 
4) The subject-matter of Claims 1-19 does not involve an inventive step. 

4 ' 1> reoa^H 01, ' heproblem to be s °'^ * *e present invention may be 

fZ ttt a tot e n,r S '° n °' a " imPr ° Ved Pr ° 0ess ,orthe Potion orthe acid I 
from the alcohol III, more particularly a process "which does not require the use of 

. pag^e~ dUrin9 ° Xida,i0n ' ^ ^ — " <* ~ 

4.2) The solution provided by the process of Claim 1 comprises treating the alcohol III 
w,.h a hydro de ot a|ka|j metal and add . ng oxjd . s P 1,1 

aqueous acidic work up. y 

4.3) However, it is not seen how this process solves the problem, it not being apparent 

mod f ' S H ^ ef £ Ct ° f add,n9 a,kaI1 meta ' hydroxide - » * *™ ProcessT 
mod.f.ed by adding a feature which has no technical function, this modification can 

not contribute to mventive step, even if the skilled person would never think of 

such a mod,f,cat,on. According to page 4, lines 7-1 1 of the description the 
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hydroxide may be used in the form of a solution in, for example, lower alkanols 
and ketones, namely organic solvents. In such a case, the oxidation would then 
inevitably be carried out in the presence of an organic solvent. Claim 1 does not 
specify that the hydroxide is added in aqueous solution (Claim 1 thus being 
completely silent regarding the presence of water during the oxidation), nor does 
Claim 1 exclude the presence of organic solvents during the oxidation. 
Furthermore, it is not at present apparent what is the advantage of the present 
process over that of Ex. 41 C of D1 . 

4.4) . Dependent Claims 2-5, "independent" Claim 6 (cf. item 2 above), and dependent 

Claims 7-18 do not contain any features which, in combination with the features of 
any claim to which they refer, meet the requirements of the PCT in respect of 
inventive step. 

4.5) The process of Claim 19 is not inventive, since such a process is analogous to 
those known in the literature as acknowledged in the application itself (cf.page 5, 
lines 24-28), D1 describing a process for preparing fexofenadine comprising . ' 
hydrolysing an ester of 2-(4-cyclopropanecarbonyl-phenyl)r2-methyl-propionic acid 
to the corresponding ester of 2-[4-(4-chloro-butyryl)-phenyl}-2-methyl-propionic 
acid (cf. Ex. 11), condensing with azacyclonol (cf. Exs. 43-44) and reduction of the 
product (cf. Ex. 45). 

INDUSTRIAL APPLIOARH ITV (Article 33(4) PCT) 
5) For the assessment of the present Claim 20 on the question whether it is 

industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, 
for example, does not recognize as industrially applicable the subject-matter of 
claims to the use of a compound in medical treatment, but may allow, however, 
claims to a known compound for first use in medical treatment and the use of such 
a compound for the manufacture of a medicament for a new medical treatment. 
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